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Sir: 


Pursuant to 37 CFR § 1.56, the attention of the Patent and Trademark Office is 
hereby directed to the reference(s) listed on the attached PTO-1449. Unless otherwise 
indicated herein, one copy of each reference is attached. It is respectfully requested 
that the information be expressly considered during the prosecution of this application, 
and that the reference(s) be made of record therein and appear among the "References 
Cited" on any patent to issue therefrom. The filing of this Information Disclosure 
Statement and the enclosed PTO Form No. 1449, shall not be construed as an 
admission that the information cited is prior art, or is considered to be material to 
patentability as defined in 37 C.F.R. § 1 .56(b). The paragraphs marked below are 
applicable. It is believed that no fees other than those indicated below are due, but 
authorization is hereby given to charge any additional fees due, or to credit any 
overpayment, to deposit account 1 1-0600. 


SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT 
U.S. Application Serial No. 09/998,333 


□ 1 . This Information Disclosure Statement is being filed (a) within three 
months of the filing date of a national application other than a continued prosecution 
application under 37 C.F.R. §1. 53(d), (b) within three months of the date of entry of the 
national stage as set forth in 37 C.F.R. § 1.491 in an international application, (c) before 
the mailing date of a first Office Action on the merits in the present application, OR (d) 
before the mailing of a first office action after filing of a request for continued 
examination. No certification or fee is required. 

2. This Information Disclosure Statement is being filed more than three 
months after the U.S. filing date AND after the mailing date of the first Office Action on 
the merits, but before the mailing date of a final action, Notice of Allowance, or any 
action that otherwise closes prosecution. 


a. I hereby certify that each item of information contained in this 


Information Disclosure Statement was first cited in a communication from a 
foreign patent office in a counterpart foreign application not more than three 
months prior to the filing of this Information Disclosure Statement. 37 CFR 
§1. 97(e)(1). 

□ b. I hereby certify that no item of information in this Information 
Disclosure Statement was cited in a communication from a foreign patent office 
in a counterpart foreign application or, to my knowledge after making reasonable 
inquiry, was known to any individual designated in 37 CFR §1. 56(c) more than 
three months prior to the filing of this Information Disclosure Statement. 37 CFR 
§1. 97(e)(2). 

□ c. Please debit Deposit Account No. 11-0600 in the amount of 
$180.00 in payment of the fee under 37 CFR §1.1 7(p) to ensure consideration of 
the disclosed information. Two duplicate copies of this paper are attached. 37 
CFR §1. 97(c)(2). Respectfully submitted, 
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Aschele, C, et al., "Thymidylate Synthase Protein Expression in Primary Colorectal 
Cancer Compared with the Corresponding Distant Metastases and Relationship with 
the Clinical Response to 5-Fluorouracil, " Clinical Cancer Research, 6: 4797-4802 
(2000) 


Chen, Z., et al, "Correlation of Cisplatin Sensitivity with Differential Alteration of 
EGFR Expression in Head and Neck Cancer Cells, " Anticancer Research 20:899- 
902 (2000) 



Etienne M.C., et al., "Response to Fluorouracil Therapy in Cancer Patients: The 
Role of Tumoral Dihydropyrimidine Dehydrogenase Activity, " Journal of Clinical 
Oncology, 13(7):1663-1670 (1995) 


Beck, A., et al, "A Role for Dihydropyrimidine Dyhydrogenase and Thymidylate 
Synthase in Tumour Sensitivity to Fluorouracil, " European Journal of Cancer, 
30A(10):1517-1522 (1994) 


Gorlick, R., et al, "Higher Levels of Thymidylate Synthase Gene Expression Are 
Observed in Pulmonary as Compared With Hepatic Metastases of Colorectal 
Adenocarcinoma, " Journal of Clinical Oncology, 16(4): 1465-1469 (1998) 


Kornmann M. et al., "Thymidylate synthase is a predictor for response and 
resistance in hepatic artery infusion chemotherapy, " Cancer Letters, 118:29-35 
(1997) 
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Lenz, H.-J., et al. , "p53 Point Mutations and Thymidylate Synthase Messenger RNA 
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Clinical Cancer Research, 4:1243-1250 (1998) 


Neskovic-Konstantinovic, Z., et al., "Expression of Epidermal Growth Factor 
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Cancer Res., 18(3):347-355 (1999) 


Newby J.C., al., "Expression of Epidermal Growth Factor Receptor and c-erbB2 
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Cancer Research, 3:1643-1651 (1997) 


Nicholson, R.I., e£ a/., "Relationship Between EGF-R, c-erbB-2 Protein Expression 
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Cancer, 29A(7):1018-1023 (1993) 


Salonga D., e£ a/., "Colorectal Tumors Responding to 5-Fluorouracil Have Low 
Gene Expression Levels of Dihydropyrimidine Dehydrogenase, Thymidylate 
Synthase, and Thymidine Phosphorylase, " Clinical Cancer Research 6:1322-1327 
(2000) 


Wong, NACS, et al., "Nuclear thymidylate synthase expression, p53 expression and 
5FU response in colorectal carcinoma, " British Journal of Cancer, 85(12):1937- 
1943 (2001) 


Yamada, H., et al, "Thymidylate Synthase Gene Expression in Primary Colorectal 
Cancer and Metastatic Sites, " Clinical Colorectal Cancer, 1(3): 169-173 (2001); 
discussion p. 174 
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